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(57) [1#g^W*««BH] 

im^m 1 ] 

n- (3-* h*">- 5-.*7-/n;5 3>:/- 2 - 2- (4 - [1, 3, 4-* 

# § * n s £0 , ussa.mm tc * it s i«i£is«©}&*fc -r 5 »«f £ c & # 5 
[3**^2] 

3 ] 

ih m & ^ t r $ h - -> x * s§ v -r § c 1 1 € m * * e as ffl <o is ss e as »t 5 $ e „ 
mutism 

[ffijRJS 5 ] 
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^ S ft|gi»©ia*ffl Sffl O i: b Tffiffl -T S E*ffi««(ifi fc 33 ^ S ffiffl o 
[It** 10] 10 

K 33 S #3te$«BS3U L T ffifflT 3 E^p n o©-«jfi C 33 S ffiffl . 
[I*** l 1 ] 

tci3^5#|s»O^I»Kffiffl-rs EgftOKittc 3313" 5 
[M** 1 2] 

wjrjh i EEKoft^toxtt^oajfflftfcaf^sttsffl©. ss^ffift 

fc 33 § K ffiffl ? Z frXftamm E 33 5 ^ffl o 

1 3] 

iSiifttftht^a, i ~ i 2#©i^-f nfri EKiEtt©te"ft 20 
imxm 1 4] 

N - (3-><h^'>-5-^-? L ;i/tf-7i>'y-2--i';i/) - 2- (4 - [1, 3, 4-* 
*-9-S?7 4 /-;W- 2 7j-)H fcf 'J 3 5 K Xtt * © SB #J « E 

1 5] 

1 4 lc£ttatt%*gij. 

i e] 

17] 30 

WAfl»aiHeiiao«iiiejteK43^5ttjfiie**atfiiiiB«w9J-pfe5, ss^s 1 4 tctctg 

[St** 1 8] 

im&m 1 9] 

iffl:ftj«*tffc»#s&fc£s, ai**i 4-1 8 ^w^-fn^ 1 «i;:aa«o«ji&*9J. 

[»*«2 0] 

M£lS*tf#fc#:KflBfcfc3, 3***1 4-1 8 ifiov^nfr 1 * te aa « ® * i& at &j 0 

[W«*2 1 ] 

iKl3iiR*tffl-fc£££t;T^5, §B**i 4~i 8««v^nfr i afc3d«oa?&*»J 40 

[BiCdiJK 2 2 ] 

#e£©HS»i«5.j:tf&Wfl3ifis#j'ff**, i nz&mvi&mmMc 
immm 2 3] 

[»*«2 4] 
[i*S2 5] 

t?iH^(7)|¥ffl^|fJB^] 50 
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[ 0 0 0 1 ] 

# WISH i±, N- (3-;*h*5/-5-**/n;5S?:'-2--f;lO - 2- (4 - [i, 
3, 4 -**y-yy z --op] 7i-*) m u s;>- 3 3 f cn-(3 

-methoxy-5-methylpyrazin-2-yl)-2-(4-[l ,3,4-oxadiazol-2-yl lphenyl)pyridine-3-sulp 
honamide, J-XT rft^ftf (I) J £feE«t5) X tt * © MM ffj fc £ ft § J& , 

t h©<fc 3 ASiiiiiswfcte^rffi^te^i-^^ffiKffiffl-raEKffiosajeKfe^sffifflfi: 

ffiffl ?- 5 E«ift©BfJ6fc*s«- Steffi 
ClURKtB] 

[ 0 0 0 2 ] 

JBfctt, 4ttff7*gl 0 0 0^Atf*SLT^4. COR¥Ctt, %£8U ffi&ft, 
atf5Et»A^Sft« 0 7'>*7frf>« 4 4 0 7? J: D^^affiMtfSfi* ft. CftfcBtBft 

/Itt 2 8 0 7J jGe <?!l , It #8 1 4 0 77«ffll, f LT77'J A(± 6 2 7 , 0 0 0 fifltftS 

[ 0 0 0 3 ] 

KSfctettSfflJEttttt* ¥*fc»>tt6 0 0. 0 0 0 %»**fclf5££ft, 4#©5E£© 
#5 l « *? , ±5Etr*t*^Tj&K#ife:»^lfz:#Bi?*!J, l~l 4 ;s£©¥itS©7 if 

9 0 3JffiffllOlM7->tt CaJSfttfM¥»iB) fiJ»**MtS* SIS, ¥fH$J 1 , 380 

, o o offiKDff&-e*a. 

[ 0 0 0 4 ] 

2 6 0, o o o«yo«f«^SH»Sftrv-«5o *t±, itaiiitflits^f-fs 6 

5 %©ffiW#6 5MiOA«EgfX^5 0 35 HO ¥i9#ffef± 1 9 1£ ifi © ¥ fcTW # S £ 

3AteiAtf*©£#»JI8I0lfflfcffifc&*r£*u 4 AC l A^afejEtrtSCfct**. 
7 5 at^SiCA^-eii. jffitJ;5JEt:a«<, *jfott;&«&fttf^*Stf»JR&©«.'ii£ 
<fc«*E£»*±HI3 a 2 0 0 0 ¥ttt, 15 1, ZOOOajEtfttfS^ft. COHl 

/5JM± (2 2%) ^roar^D, 1/4 (2 6%) Rtfsjfiiaas-p* 

[ 0 0 0 5 ] 

ft *>«S31ttJS:*&gfffc»K Cftt±A«. Aft, SlfWfc«*0»itB*6nTV^. 2 
40©±gH7T'£«S$I, US, tt&Bftft, & tf *8 iff H6 « # § „ SftSCflSiaii 

^ttti^©nitTfi!g#Bc^^sttB*T**!3, ^ta*S4oo, o o o mam&^nmt 

ft, t^TO*rt^*fi«!l03. 9%*fiii>S 0 
[0 0 0 6 ] 
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[ 0 0 0 7 ] 

*Xfn-f KttKlttffi* (N S A I D) tT^yS'Jti, »*»filC6^T±I*7XO 

asanas. u&LfttfB, ffi^t fcas t < &v»»jftflj*«£-f * c t *%6nt^s 

0 n s a i d s &nm<DMmitz\i*&z*z tffsienr^T, 7^>^aw«ftt^s 

[ 0 0 0 8 ] 

OttriH^^nfc (Cancer Research, 56, 663-668, 1996^2^1513, Rtf Nature Med 
icine, ?f?9*t, 1999^-9^ 90 , 944-949) 0 

[ 0 0 0 9 ] 

X y F -fe 'J y ii , 3-3«)7^V7*-A, X y F -t U > - 1 ( E T - 1 ) , IV Ft U 
y- 2 , &tf X> K-fc 'J > - 3 fiStt©2 175/l^7f K077S'J~f« 

S 0 cn60iyHt'J>B, ^n-?-*nco^fS-r 5 ^axy F^J>OTrp z 1 - V a 

1 2 2 *g£#x> F-tu >a«»*T?«»)Ji*nTjgfig*n5 0 tn^x>F*'jy» 

So £ine.tt, *fflSa<D«}«S&tf ifilSfl-ffi* (extravasation) , &tf<t¥ 

E*EHOflfi®S1**^L, ^< O^«ffi0^iBffffl»J t feffllffffltS. 20 

[0010] 

xyF-tr'jyti, ifimi*i£, jfiLS¥»fflu ffM. JffK, fist, JK, &tf&ifii5S« 

■ti?, *««H<oeMiatf«iifiv-x^6SSciiisn«o Hi > «b&*««8, #a,»txf 

UX (shear stress) , #{*JHiS, IB B<D * > & tf+r -f h * -f > fc * 0 MWL* 

£ c fc tfnJfiET*&£,, ««r^t?, t h©3HI[OJSeai*e«t*V'>T, x y F-fe 'J > 

[0 0 1 1 ] 

*5SWfi> {fc£» (I) *»WE3l*ftK*)W!**Sfcv^«<^*»imeH*>S 0 {fc# 
ffe (I) fi, WO 9 6/4 0 6 8 l^lCfe^Tx>F-ir'J >§§#7>^n'xx F^LT 
E«?tlTl>8. WO 9 6/4 0 6 8 lflCtl^Ttt, $5i»S%^»t FOl^O*^ 30 

os««*-ett. xy K-t y y i^;no±j*tf jnnsnfcc fctfB»6ftTtt^*tf, c 

oyp?^-^^^^^^^^? t>Ft/^tfc5;V\ W09 6/4 0 6 8 1 E SEfSc <P 

xy K-fey vssftti, ^Kifiig^«s©fe«>e©*^ i/-ASftT^«, wa.tr, wo 

9 6 / 4 0 6 8 1 ^©#Affi©B2«{C^V>-Ctt, cn&Oft^fttf, I" ft ifo EE , 8$ tt ffi ifiL 

Jilflltt^*, <fc«"FtHlfiU Mfcttttfr, ffi^H^^^l (critical limb 
ischaeraia) , ffijgk Xf±-«^^g L < tt»*»«HS&*:£j oWO96/40681 40 

< ^ t il i: (c , {fc£to (I) K-fe 'J y- A (ET A ) 7V^ix7Ft*ife 

0, xyF-bUy-B ( E T B ) fc#LTtt»l£^IIE&i£te*#£fc^E: tfcWSELfc© 

[0012] 

E T A gg#tt, nciy F-fe'J Dgfl^^TJ; Dl 

If^aoffiT t S^T (Bagnato et al., (1995), Clin Cancer Res 1, 1059-1066) ; Jtl7 
^F-yXfJttT (Wu Wang et al., (1997), Biochem J., 328, 733-737) ; TrOt'Slft 50 
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^.mtLT (Spinella et al., (2002). J. Biol. Chem, 227 (31), 27850-27855) :R 
t>\ ntzfeOm^Mt LX (Guise et al., ASCO (2000) #8*331, SO* Nelson, et al . 
, (1999), Urology 53, 1063-1069) , C 3 W ft JStfffi T* & § 

chBET A yy^d-xncAoTBSftscfctfBrjETSs cm 

X.f£, Davar et al., (1998), Neuroreport 9, 2279-2283 Rtf De Hello et al., (1998 
), Pain, 77, 261-269) Cttfi&Stllt (Dahlof et al., (1990), J Hypertens, 8, 811 
-817) 0 fiScfc, 1 ooflJBflcteVT, ft^tt (I) (4, i y K-fe >J >3BC J: 

[00 13] 

e t b ssftsr* f->x©->^;bgici^LT^§ t^5a»4«snT 

VS (0IJX-if, Cattaruzza et al., (2002). FASEB J. 14 (7), 991-998 RZ? Okazawa e 
t al., (1998), J. Biol Chem, 273, 12581-12592) „ ~? n T # h - ~> X mffi % M Hf t 3 
XL £ tt3S©j&«fc:feVTS£ L < fcta^OT?, E T B 1± & 1f* § ft 7? T\ E 

ffc&fti (i) a, -eo^ 5 ftfh^ftr-fes 0 

[0014] 

<t#« ( I ) fit, E T A SSFffcfcWStWfcflifflf S C ttioT, illSRlftgft E T „ fit 

) «, S##Xttffl*IS»!6 , E T B %&<D®m (09* tf* SB) icffl^L^offc^ft (I 
) ffitt«^tf%?JS1-§ c fcft < , z tffasm-eibz O o SSiC, ET B 

[0015] 

E T B PflSOfe ? 1 -^O^jStt, ftltflii> K-fey >®±.&%3\% gCT £1 £~?$> 
5 0 *©fc4&, MSB. T A /ET, ISSflh fcSl^ttE T A gg^^IRWtgW fc * 5 
*<tt«8fc LTSJ^Wfgft E T B ffitt*^-r«ft#*l?(4s |Sj-©WMft E T A Sij^fc^C 

o W RWftE T A HSffflTffcftfcf, £©RgHfcJI)flLft^/c3 9o 

[0 0 1 6 ] 

coft-^flj (i) x(±f«ssiJW(cs*§sn5iiA^«^n5 0 
noiiE^t, {t#* (i) x«*©«fflwfc#&snsistfw&£tt.5»$, 

[0017] 

So 

[0018] 
ft 0 0 1 9 3 

* am ©t»5 looisicfiw. ft^» (i) xBfoi^j^Et'gsnsio. t 

h© J; 5 ftrSifai , ]*E^§^f®ISfc:Io^TS^ig^#ffiT (reduct ion) S ft 5 C£X8 
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[ 0 0 2 0 ] 
[ 0 0 2 1 ] 
[0 0 2 2 ] 

[0 0 2 3 ] 
[ 0 0 2 4 ] 
[ 0 0 2 5 ] 
[ 0 0 2 6 ] 

ffl^MSJWfcfrgSnS^JIRSiJXfctfitti: i: tc^ty, ft iB ilii » » fc it 5 SB 

[ 0 0 2 7 ] 30 

ho <t 5 ftfiita i&»icfc^T^ffl^©«l& italic 4bnt^K^BfT^S:y'^ i S1gWffli: It 

[ 0 0 2 8 ] 

bo =fc ? ftSi^ifitifci3^TSffl^««^ifttWt&nt§mA ! ssTi&r;ifii^iie<j^ji; lt 

ffiffl T § IMUffi OSiJS K It £ ffi ffl S tl« o 

[ 0 0 2 9 ] 

[0 0 3 0 ] 
[ 0 0 3 1 ] 

e * a t s n * * t* * s . 
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[ 0 0 3 2 ] 
[ 0 0 3 3 ] 
[0 0 3 4 ] 

*ssw©coffl!iiB©s5ft*i#»ii:±nftr, fts-fti (i) xatcssiMWe^ssns 

[ 0 0 3 5 ] 

^ssanofc? ^©iicfi^T, (i) xa^-oBiaijwtgr-ssnsfflo, t 

[ 0 0 3 6 ] 
[ 0 0 3 7 ] 

*%«»J»fcS ! lF**ns*S!SJX(iffitti: t feic#ty> t b (0 J: 5 ftSjfliSittK: 
[0 0 3 8 ] 

*5gH^©fe3 lowisics^T, <t£» (i) xafosMwtjfssnsio, t 

[ 0 0 3 9 ] 

*5£B£©k? 1 ooiJEtcfc-^T, itg-^ (I) Xtt J t©KS'JttK:*! : 8£ft3ffl©*fJ(& 

*5EWOilO0ffiO«6>S:««paK:±tUf, (I) X it % <omM W £ ft S $ ft S 

fflSSSSJWKffFSSns^^ffJXttfifti: 4: fcdtr, t h o «t 5 ft ffl ilii Mtti £ a # 

[0 0 4 0 ] 

*amot? i o©«ffifcfc'^T, {t^-tt en xa^osjwwtafssn**©, t 

}>©£ ? 4iiJfti»i«iJi:teW-5ftK»oii|»icte«-*ffiffl^a«sn« 0 

*isb^<7)^5 i ■ooflwsitetevT, <t^* en xtttoaiiiiseffSiEhsio, t 

[0 0 4 1 ] 

*f|H^cot9 1 ocofJlSHcfe^T, {fc-&* (I) Xf±*©!BSiJWettgSnSJ£<0*r$» 

*aw©co«is©*6asw*fc ft^w en xa^osaaiwtaFSsna 

#*KflJWte#S£ftS:i&»?SiJXf±fi#i: t fcic^tr, thflii ft fiibSiKl t «■ a # 
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[0 0 4 2 ] 
[0 0 4 3 ] 
[ 0 0 4 4 ] 

*5£$©t>? i •ooffiflfflicfe^T* ft£» (i) xti^osimwfcwssnaiao, t 

[ 0 0 4 5 ] 20 

*£6f»©t>5 1 •QOfflUfflKfeVT, {fc£«l (I) X&^OSJWWtfF&SnSfflO, t 

h©<fc ? *iHiil(i»fc*5tts±# bfa> F-feU >- i iitBiLftttofKXSg 

[ 0 0 4 6 ] 

A« t F o <t 5 ftfijfii»W'\ia:# r rs ei ±» L-fcxy F-b 'J >- l ££EH£ 

[0 0 4 7 ] 

[0 0 4 8 ] 

♦Jgwofc? looiitfc-^t, ft^w (i) xtt^-wsaaiJWtirFssnsjfie!), t 
#28 wot? i-o©«ffifc$5^r. (i) xji^wssj^ttf tsnaio, t 

[ 0 0 4 9 ] 

i ^©iJffifcfe^T, ft£» (i) xttfoemfcwgsnsiota 40 

[0 0 5 0 ] 

#5SBB©fc? 1 ^©fjjgifc fei^r, fba-tr Ci) xi±f osfj^tfgsnsio, t 

[ 0 0 5 1 ] 
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aiUfHI&W^S^'rs d t*^tr, E T A SSftO*iJiRC BBSS Lfeff** 

[ 0 0 5 2 ] 

--r>^««, #ssas&Ji, *#3/wjb, ttiSBBffi, iiii, jb/bejb 

, * J»«-#^»MISfflj« (NSCLC) Rrf/h«B)fiffli)B C S C L C) , HI ( 

gastric cancer) , IlgEI, Wffi, U >/<JB, 6 S „ 'J: t) ftBU K « , 

*ntt«}3i/»«*s«'rSo ssc. ^DWS'lta, fni±, sclc, nsclc, & 
nififfi. sum*, atf/xtt?L**s«rSo set. * owsiiett, ¥m±scLc& 
at«rSo set, fniiNscLcmts, sec * owB'jfca 10 

, *nttttK«**atisra= sec:, i^s'iicii, *naw*j8£jftfl£f s„ set 

, HIS (gastric cancer) , ^5/-?, 7- '£ SB SB ffi , &tf /X£ Jfffi S „ S & 

t^mt ^BrtJl, JffM, H (stomach), fFttflSK ifcflh »ff/XaKW)g§l«T5 
o *^co t 1 o © BJ ti: 43 V> T , gli^77-vf^l\ *|8f«cO t 5 lOOIit 
fcl^T, t^'llcfi, S^Ie^^S (metastatic state) ^ L T t h fc 1f S'J B , 

ttta*^te^«iicfe»), *u -ess twain: a* ss#y y/<KK4*ct. 

6ft«««fcte^Ttt, S5##*s#«fll (non-metastatic state) tfe« ( 20 
[0 0 5 3 ] 

*#«»«*e*5i:*fc, (i) t4R»M*asfit fc«8tMoffii7? fcf^^-r s t 

l*Sn«^t?fe5, fb^W (I) 14* ffii^fKL, i&*U f LTIStS. 
I/* a. > a y (aHf* E T A iMB&tf /Xf4^> P-fe y >- l L"*;KZ)±#*: fcft a 

T) tfsc^d^frescs, e t A ssfftnosBjftfcBjaibfcffji-eftSo 

[0 0 5 4 ] 

*58i«ocoiiiiiio*6ftsi9afc±nfcr, ft^» (i) xtt*o«fflWta , iF*4n* 30 

T A SS#OW»fcM»Lfe*«O^IWXfiJ&*K:ffiffl'rSE*ffi^!«SA'asflt* n« 0 
[ 0 0 5 5 ] 

set, ft£» (i) a, attSfetfc«tto**««%^tf, «/?affiasatfjgsoff 

afOj&SRCF/Xa^BStcWffl^ftS tffi#Sfi5 0 ttMtt* ffifttffil CH«^% 

#to , ^tt , as&tt, xi4*ffittoe«^*xi±«c ± t> sn 

tfiftHPJSis #Sft«#JK, HIISKI ('ISttSSIfPJ v^V^MSfi^co J; 5 ft) El 

iift^i, fowl (&» j f>»i*&©«j: 5 ft) KmmhtcfZffi, mmm^ikxsmn^m 

, CftS*8£, MttM*OfS*;l/->"^ Aifiiffi, fttf^-yxy US©* 5 ft) US 

[ 0 0 5 6 ] 

ifffifL < ti£ffi£«<Dtti&t£#ft (neuropathie pain) fcffc^ftl (I) 

fc^fffi, tftf (PHN, postherpetic neuralgia) EB83I LfcJSffi, HISS 
tt#/£?S#IB»«£BB3SLfcj**, mfitHLfttt. # S£ ffl f§ M L /c ?? fffi 
, ^^Ig^ffiWS (central post stroke) (c HI » L fc J¥ JS , ##Ste Kftffi M Si L tz m 

[0 0 5 7 ] 

ft, rt»Biig(offio«Fffi«!«fe{t^» (i) -Pi&Ufrs^Sfett-^Krtsc fc^nr*?* 50 
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35c 

[0 0 5 8 ] 

*«WO«5«:«flIiBtt, WS^Stt (neuropathic) OtttlSfd^ffittOffi 
a 'J ACDJ; ^ ft) fcOfi, 7;I>*'J±K&K (AA^fAXtt^^ffiCiH 

) tola, ryt-^Atog, ta^WfcffSsnaA^^ysjiwtswiifi 
&) *tsn«, set. #»fc«aittfctt8s*is*eii, «ayyft* 

[SflStfiJ] 
[ 0 0 5 9 ] 

«T©in vivo Rtf in vitro StBa:, {fc£-» ( I ) ^JS^^fc 33 if S S»>J £r$£T 5 
fc » fcffifl! * 6 c i: nrffi-Cfc * . 
l) b hxy H-bU y&®fam^7 

fchffl»*ET A gL<&ET B S8#£-?'>X*ej!il05 (MEL) ttllgKfc^T^JB 
1 25 l-«»ET-i*a»iJ^>Ki:Ltffifflrs«^a»R!k:)fi*«» 
tfto ft^ft ( i ) ©#ST do" 1 °-io" 4 m, M-^^igin) , -O^a^-S/ 20 

3 >^ff ^ ( 3 fflto , 9 5 %mmmRT'. m^m p i c 5 0 fit e t - 1 

[0 0 6 0] 

CUSS) 

<fc#ttl ( I ) ©E T A S^ftfCp I c 5 o (yjtfy KC5 0%*Stj|*5«)E(esi 
i:Sn§{fc£«f©»fi®fi0*f») «, 8. 2 7 [8. 2 3-8. 3 2] (n = 4) X'h 
ofco l^tti(t Stf*-©4lE*W-r*iE*lft*1?*ofeo ffc#» (I) OET B 'S 

mw^iDm^m^mmn (affinity) amsb^nt. c<dt y^^^mmm^^K+jf 

CA«fil0' ^TOT^^S^ii, 1. 2±0. 7 % (n = 3) X'^-dTc. 
[ 0 0 6 1 ] 30 

ens at) 

{£&m (I) ttthET A agf*^©K8ftttUsffyHT?*t>, ETjggfttcH^^j 
[ 0 0 6 2 ] 

2 ) LTOfe^^ ( I ) :ffl8§f-^ 

e t - i sgg'&M a p Kmm<D<k&ys ( i ) xm^ttmn 
it^m (i) it, m%&Mm<Dteitti£ifviz< . tm^mmn^m^um^ttmm Ue 

posit) 0*RtffflHtfe^5»fftOSia^«it^©?&J*Kfc, »SS*Ji&fl5 wjffitt^ 

fe^o «TfcaB«rsof±s nmmm<onmm(ommic^if^{t^^ en ©w^ft*^ 
tsm-pss. 40 

[ 0 0 6 3 ] 

(net production) lHWtii, $k 14 ft *f W <D Ml N tc if % tfffig © it in* t ft 6 
T (Cancer Metastasis Rev. 2001; 20 (3-4): 333-49 fc«SJ£n&) 0 C<OffiM<>l1$& 

[0 0 6 4 ] 

n#fflM<D E T — 1 j|?J»ti, Mitl»B*0»K»lc33«'S»f#©^ll^WBfi!cfctelt5 
ig%Xf7 tT£«*nTV^S (Invest New Drugs. 2002; 20 (2): 173-82) 0 E 50 
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t- i a, e t A asi*<ojpj»fc»«!!-r«oMA p **--tf<z> u >»ffcfc j: ^nnsus 
«**&tf#ft:*ifiss«w*-*£«--e&<, i»iSHf (growth factor S )^M*r« 
£ 9 c#^ £ iiffliia*ji>j»'rs a o icitmrz z t tfisnft (Bone. 1999; 24(4): 315-20 

£ J Bone Miner Res. 2002; 17(10): 1774-84) „ C <D <fc 5 t L T , ET A S&f*©$iJ» 

% (Nat Rev Cancer. 2002; 2(8): 584-93) 0 
[ 0 0 6 5 ] 

«TKffi»©*«iK33^T, #58IPJ#ti> #»«lJKKfc'OTM A P * * - -t? % flj » * £ 10 

e t - i nmuzmwic*?, c©juj»tt, c©»flao««ai;, jssH^wfl-^ifflflaA^ 

[0 0 6 6 ] 

JKve, 8 nil 3 :.i , e t A 7># d-x h T-feSft-a-^i ( I ) tfcnET-iilofi 

< U tt; ) 

M C 3 T 3 . E 1 / J 1 MflSttctt, C 5 7 B L / 6 T ■> X Iff £ff e££ S E*3 3R <D HffllJS* 
, MC3T3-E1 (Yyehnyy^^Af-^ti) ^6#ISnft 0 MC 3 T 3. El 

/j i mmmtftMrnnt Lxt^mt ns 0 &-Ficaa«©0&ifc£ii#!-rsfci&£, mc 

3T3. E 1/J UHflSS:, ifa»^WIgtt!!fe£^T 2 . 4 x 1 0 4 «B/ «> x ;l/ ( 2 4 ft 20 

fe^t2BitSL, ifiiiit^JEJgififcfeVTtt 1 7 UfP^S-Y a h L It, 
[ 0 0 6 7 ] 

cosd-e, mm*, it&m c i ) tftexttft^-* c i > * t-e 3 o^m^>*a^ 

- r- IT*P6, iSBf (P D G FXHE T- 1 ) T* 3 #H MX L fe 8 f^T© 

UStai?)/^ x X £ y?'U y b T*fi. 3n*X*- p 4 4 / 4 2 M A P K (Thr 2 0 2 / 
2 0 4 ) ftft t K* X * A K T ( S e r 4 7 3 ) Kft C^f* 4l fe ;I/ • S/ V > 9 ' T 

*yny-fr6riissnT^8) *fflv>fe^a-tr>^K i o . y >«ftMA p k fcy > 

H{fc A k t L /to E © * > «<D^> F % ®&.m± fc «fc 0 L , ffijtffi it 30 

8flg#ffi (arbitrary densitometry units) t IT/P 7 h Lf: 0 U V ffiffcM A P K 
mMAPK U^;HC*f LTIESftLfco 
[0 0 6 8] 

CIS*) 

lffl&£ ET-173 »iai»t« £ , ff^fflfflflcM C 3 T 3 . E 1/J llCS^TMA 
P K U >-Kffc^±9/JUL/c 0 Ii«&)SSH?T-$SPDGFtC©»l»^$iji!LTfe, M 
A P K 'J >»{ttf* »L/io ft^iRj ( I ) #3*HflafcfiltS E T - 1 81 # 14 M A P K 

y y^ft^m^Lfco 

[0 0 6 9 ] 

Si ft»«ISfliMC3T3. E 1 / J 1 EfettS E T- UtiHttM A P K U >*ft:0 40 
ft^ftf ( I ) KiSfflS 
[0 0 7 0 ] 
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C« 1 3 

mi 5£#*ms58mc3t3. ei/j lt-fcits, ET-nitt 









15 1. 7 0 




10 0. 0 0 


ET- 1 lOOnm 


3 12. 7 8 


ET- 1 1 0 0 nm 


3 6 9. 8 5 


(I) 2 0/xm 


10 9. 18 


+{t^% ( I ) 1 0 u m 


10 5. 15 


+ffc£-*J ( I ) 1 M m 


15 7. 4 1 


( I ) 0 . 1 u m 


4 2 2. 1 1 



[0 0 7 1 ] 

c <d 9- $ & m i & tf a 2 £ tts * n s o 

a : ±E©HKtt, WB'IftM C 3 T 3 . E 1 / J 1 *flflS«©$ffl £ B 5 O T? & 
41^^, 0Utf, 7fTl6©fjt*fflISttM C 3 T 3 - E 1 «ffljLTHIt5C t t> Rfffit?* 

[ 0 0 7 2 ] 

3) ftg»r£g>ISgfflfc bTtD{fc£% (I) 

e t - i te j;s e t A %uwm&iti±. 3cMmm(0M*%mjT- 1± o#^*ns»sio 
K7^h-->x, ii:jgw&t;p^«w*te^{sjtt, stffflflsai»e©ffl3fiA^sn5 (Nat 

Rev Cancer. 2003; 3(2): no-6) „ 
[ 0 0 7 3 ] 

TCETj SgftlCj; t) fattens E T - 1 ©f6#JT?*5 (J Cardiovasc Pharmacol. 20 
00; 36: S135-9) „ «#<DBf ft£ * *} , ffi»jRR#B?, H 1 F — 1 a (J Biol Chera. 2 
002: 277: 27850-5) <DSffi W&«#£ J: S JfoSSPr^H? V E G F (Life Sci. 199 

8; 63(6): 477-84) ©*££fcl^T, E T A StfttflgT'fcS C t tfSSnt^5 0 X 

> K-feu e t A §g#©BB#ifosjei«Kfctts c © a *j AK^m/jaLT 

t^S/H, cn^t^l/^fe, CT < MJfiBagnato t Spinclla £ <fc 0 ffifj $ ft ft (Trends E 
ndocrinol Metab. 2003; 14(1): 44-50) 0 
[ 0 0 7 4 ] 

JUTKBEKOllfMcfc^T, S^fi, fc h«*JW!fi* Jfttt*-r ;l/£«8 L fc&C»rfc £ 

iBit$nfcffi^£ j: t>«#sft«jfoW*r£Efti*'r{fc£ ! » (i) ©&&**to 

M^fflSS^:?- HT^XcDjSrt^^St. {fc£«l (I) *25mg/kggL<(i50 
mg/kg, Xiifi**, lBl@8PT?4ift, WHffl«fiillffllK#ffi&<OSB£#*, 
V^XB 5 0^£S«t l bft o M**(ptofcf * 1 c m 2 ffi#£*3£U 5* 

offi«rt©jfiie^isiB5oa*9h»bfeo hk$ ut^m (i) ) Tsaa tfti!i%o®^ffi 

)|i&jliiSo»fcfi(*T?«a*t^lliflj«fll*«iejfliBo»*ltRt, {t£r% (i) <D®$kttih 

[0 0 7 5 ] 

(IBS) 
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jfiLesBfiWffiT^^Ufc. ft^W CI) K±§lt*^yKDfiT«, 5I« in vivo 

[0 0 7 6 ] 
[f£2] 

*2 raMfc^ttsjfeW^o^tJ (i) icxzmm 







ftMDM(mg/k g) 




LOVO 




5 0 


20% (P=0.001) 


LOVO 


mm 


5 0 


28% (P<0.001) 


LOVO 


urn 


2 5 


28% (P< 0.001) 


DU 1 4 5 




5 0 


30% (P<0.05) 


DU 1 4 5 


fttJAiJI 


2 5 


38% (P<0.001) 



?t"OH'>ay) fS5o LOVOOATCCl^!iCCL- 2 2 9 T'$5o DU 
1 4 5 © A T C C S^tiH T B - 8 1T*I>5 0 
[0 0 7 8 ] 

S-«f tts {fc##l CI) tf, in vitro Cfe^TE T - 1 # fl- 14 <D # S ffl J® M A P 
■tfiSttfcoWJBiftlflfcJWl?** c fc, ifctffc, in vivo fc*^T»'5EttBj|ojliiB*f^* 
EftSCCSSIinsct^bft, c <D d i: tc J: D , ft L X 

(DcomMvm&miifftofribznZc fttf&e, conaMfcti, ma p k«»iej;»># 

[0 0 7 9 ] 

4) b H> Kt'J >%fcfcfr3x> F-feU yg§ft7>^ J -X F fc LT<P{fc£» C 
I ) 

y-i7-z?ttai-e*Se fj*lfil ! giK«9JT-fe^ E T- 1 ^iiaii»)M^ffiA1-5 fc, S&BRSSA 40 
MoffiT»c<J:0t(H»»S^<ST-r5= C © jfli g iR IS « , jfil « F<3 & *f> IJB 31 f £ ¥ ?» ffif fc: ifc 5 

[0 0 8 0 ] 

C7??£) 

x> Fir U >§&{*£:^L?c E T- l ©jtaSiRIt j»«C*SKf S ffc^W CO <DMjj* 

co^ex^^tt^-rsftttt^, i 8 - 6 5 aom»istt»m#c33^Tius tfc 0 s«o 

ffc^-tt CI) 1 0 m g , it&m CI) 3 0 m g , Rtf 77-fc-3K*, 
= lf^T*, '>& < t fc 7 HIH!J!tftfcHlftHfc#@8nfi£Lfc 0 ffc£» CD 
ft2-4«fHOIfflt, E T - 1 ^SlS-r5M*GlfiliflR^%ffffiL/c 0 
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{fc£« (I) tt, ftAE T- 1 ^g*S^SiuSiJfiliJf[*Efc^T, 
fcifcttUTttttttlcWSEft Cp = 0. 0210) fl£T*t»fc5U Klt'ffl^ftJlIO^ 

[ 0 0 8 2 ] 

5) ffimttfrff ffif S ffi g jW iWKJtttc jB tj- S ffc-a-ftf (I) fc, <B»tt8u3ia«a<Dft#K: 

WTOMBItiSlT, ££1S:ffi:5m*0»tt#fc*iW-S«;*:»;gM CM W T D , maxi 
rniim well tolerated dose) 5 t i: 5rfl|-pfcS 0 COMBS* ffll ft JR # S #t J8 

(PSA) ICftfSffc^ft (I)-0!»«*ISL, #|g»OJfil»¥W^>fsi-v-*-fcW 

ci) oaii4»«i»gwfipit*5*£-r*ii i:*5rflg{ci-s 0 

[ 0 0 8 3 ] 

(#£) 

3ti»a©jft#^coK»fcffifflT*tSo ft£to (i) &»ffJ©0«R-e i b i nm&nja-^f 
t\ x%*±&*wmttzftz$iT*&mm&i9L j *-t&zt&*im'e&z 0 & mm unite 

[ 0 0 8 4 ] 

ft£» (I) fi#0lMRfl&K, #*«*fcfe^TWSit©iESfffl5*ff 9 £ t ^njfll 

■e*« 0 *a-ao 2*o*tt#*^ ft-g-w d) © 1 M»rc&-^tcffl«fMis«tt c 

DLT) *«6KL*^ofei:*t{i, ffl*»Jtt**RrOB-e*S«, ffllli&Xf 7 7f 2 fit 
tS. ttSOIiil/^A'? 1 €0»«SffD L T*«»f **^ICB, ^CfflIb^;K 

[0 0 8 5 ] 

*±av^ssfe«na^ntf, 2 8 a ra?&*%««E-r s d i: ri ise -e * s 0 

WTDif§ 0 
[0 0 8 6 ] 

• <t#* ( I ) T?gj*Lfc**#fc:feW'S* L 2, SO*4IgOPSAilfi (4ttt 

• ft^» c 1 ) ia4MfrS{fc^» ( 1 ) 1 > 2, stf4ii-eop s a c^f*t 
- ft&ftt ci) js^m© b^^fre.fk-a-w en 1 , 2, 41^01/^/^ 

• ¥iiii9aifc«iiii»s»©jeiiftta?©{t£«i en ojiii}»»ftatfKS»= 

[0 0 8 7 ] 

ffc-^W CD oaUflSSdStts 08* (if, Wacnik et al., Journal of Neuroscience C2001 
), 21, 9355 fcfi«tnS)Bff3ilf«T«>X^ f/HES^TMSt S C ■ t ^BTK-pft «„ 
to 0 8 8] 

*I8b^cd$ sasssatfevT, <t^» ci) xttt^ssfflMcifgsftsfflij, 
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[0 0 8 9] 
[ 0 0 9 0 ] 

ft#tt (i) xa^oisaiwfcafgsnsJitt, ii^wgsim/iStftcD^in?, sati 

*lf, ffc^ft CD tt, «T©J: 5 t«JB)W*ffiffl LT, &S'J t t T SJWffc* S d £ ^ bJ 

[0 0 9 l ] 

{fc£ft CD; 

5^ h-z-jK.mm c?t«ffl) ; 

t^nyp-x (7^bA3-FS») ; 

3i?ijxf u>yijn-;i/3 0 0 (7-f;Ha- MS#) : aff 

[ 0 0 9 2 ] 

*t#» ci) xti^onuwwjcws^n^ffioa-^^nsatt, ^ioei^s^jiw 
tswtt^atoT'*?^ mz-is, itft® en a, fts i g^m<o^ii.mmx'UsSa. 

ftW^fiPttlcfi-^f S c i:** RTflET*** 3„ Wfc* ft#* CI) tt, IBIC-3S2 5 0 
mg*«©*ffifflMT*Sifai&^&^T5cfctfWtgT-&3 5o i^oliS 
fcfe-^T, {t£«j CI) !i, 1 0to? l 3 0mg*8tO#ffifflM , PiiJlil»W'sa#'rS 

ct3VBrfli-e*5 5a ft£» c i ) «, i sic-ots o m g ^^w^fiffiST-a^Dt)^ 

[0 0 9 3 ] 

[HI] Ki£ 2 ##ifflflS#M C 3 T 3 . E 1 / J It £ ft £ E T - 1 SfWttM A 

PK'J y«{fc0ffc'&» C I ) Ei8HS%StfiXiH'7n -y ht'£5 0 ?>/<^«ifc 

a-7*t5„ J-XTOBS^-^ffiffl-r S : s C M : jfiit#£*rig«& S F M : jfa W tifi 
[H23 KK2i»6<0, fSfflBSSMC 3T3. E 1/J lttelHET-lRfttMA 
P K U ^KffcOffc^W CD K«fc«IB»«:H^^S^57?*5„ 
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im 2 ] 





■l«*ttM«Ti-Bl 








I 1 1 lx 
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A 6 1 P 43/00 
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C 0 7 D 413/14 



1 0 5 
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(74)fMA 100111420 

nm± at? 

^'JXBfi^- xxWio-4f-f-i>- 7;W-W v^px7i— ^ 

F 

(72)^# - y;b • ^~)VX -;^7X 



(72)I§H# 75>^ • h- vx • 

F 

-^'JXISf-x:^- xxW10-4f-f-^, 7;W-H' • v?L-X7^- ;W 

F 

C72)SSB8S Kt->*3>Xh> 

^UXB^-x^-v- XX^r-Y 1 0 • 4tV-5>-, 7/1^-W • V^X7i— 
F 

(72mm i/r> • hsn • 

^uxaf-x^^- ixwio-4f^, r;wf-b-f • •v7UX7i'-^ 

F 

(72)388£ fey F • 7^ U 7h • h >i?x 

^UXH^xiX-V- xX^l 0 • 4r-f- 5*-. • T^PX7i'-;l' 
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